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The present invention provides a method for detecting a fibrotic disorder 
in a subject by providing n nioi . sample obtained from the subject ouch 

endometrium, peritoneal fluid, and/or smooth muscle cells and analyzing 
the expreosion of at least one gene that is differentially expressed in 
the fibrotic disorder of interest and correlating the expression of the 
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BY, 


KG, 


KZ, 


MD, 


RU. 


TJ, 


TM, 


AT, 


BE, BG, 


CH, 


CY. 


CZ, DE. DK, 




EE, 


ES. 


FI , 


FR , 


GB. 


GR, 


HU, 


IE, 


IS, 


IT, LT, 


LU, 


MC, 


NL, PL, PT. 




RO, 


SE, 


SI , 


SK. 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI. CM, 


GA, 


GN, 


GQ. GW, ML, 




MR, 


NE, 


SN, 


TD, 


TG 


















1723146 






Al 




20061122 




EP 2005 723107 




200S0216 


R: 


AT, 


BE, 


BG, 


CH, 


CY. 


CZ. 


DE. 


DK, 


EE. 


ES, PI. 


FR, 


GB. 


GR, HU, IE. 




IS, 


IT. 


LI , 


LT, 


LU, 


MC, 


NL, 


PL, 


PT. 


RO, SE. 


SI , 


SK, 


TR 


2007155722 




Al 




20070705 




US 2006 597979 




20060815 


APPLN. 


INFO. : 












Li 9W* b>4"tJ»ioP 




P 20040301 




















WO 2005 US4 8 


12 




W 20050216 



OTHER SOURCE <S) : 
GI 



CAS REACT 143:3673 15: MAR PAT 143:3673 15 
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HeN^N 



AB Title compds. represented by the formulo I [wherein Rl ■ H or alkyl; R2 - 
lun) substituted 4-quinazolinone-6-yl , 2-quinoxal inone-7-yl or 
benzotl. 4 ] oxazin-3 -one-6-yl ; m ■ 1-3; and pharmaceutically acceptable 
salts thereof) were prepared as TGF- (J (transforming growth 
factor -H) signal transduction inhibitors. For example, II was 
provided in a multi-step synthesis starting from 2 -amino- 5- iodobenzoic 
acid. I showed inhibition of TOF-H type I receptor kinase with IC50 
valued < 20 pM. Thus, I and their pharmaceutical compns . are useful as 
TGP-fl signal transduction inhibitors for the treatment of fibrosis 
and neoplasms (no data) . 

IT 066115-91 -5P, 3- (2 -Chloroethyl ) -6- 1 2 - (6 -methylpyridin - 2 -yl ) - 5 , 6- 
dihydro-4H -pyrrololl, 2-b] pyrazol -3 -yl ) -3H-quinazolin-4 -one 
RL i PAC (Pharmacological activity); RCT (Reoctant); SPN (Synthetic 
preporotion) ; THU (Theropeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reoctant or reagent); USES (Uses) 

(preparation of pyrrololl, 2-b] pyrazole derive, as TGF-Jt signal 
transduction inhibitors for treatment of fibrosis and neoplosms) 

RN 866115-91-5 CAPLUS 

CN 4 (3H) -Ouinazolinone. 3 - (2 -chloroethyl ) -6- (5, 6-dihydro-2- <6-methyl-2- 
pyridinyl) -4H-pyrrolo 1 1 , 2-b) pyrazol -3-yl J - (9CI> (CA INDEX NAME) 



L4 ANSWER 4 OF 9 CAPLUS COPYRIGHT 2 007 ACS an STN (Continued) 

6- 12- (6 Methylpyridin-2-yl) 5, 6-dihydro 4H pyrrolotl, 2 b] pyrazol 3-yl] 3- 
[2- (morpholin-4 -yljethyl] - 3H-quinazol i n 4-one 866115 93 7P, 
3- (2-Dimethylaminoothyl) -6- |2- (6 -methylpyridin 2 yl) - 5 , 6 - d i hydro- 4H - 
pyrrololl, 2-b) pyrazol 3-yl]-3H quinazolm 4 one 866115 94-8P. 
6- |2- (6-Methylpyridin 2 yl) 5.6-dihydro 4H pyrrololl, 2 b)pyrnzol 3 yl ) • 3 
[2 (piperidm- 1 -ylj ethyl) - 3H-quinazo! in 4 one 866115-95 9P, 
6- [2- (6-Methylpyndin 2- yl } - 5, 6 -dihydro 4Hpyrrolo Jl, 3 b)pyrazol 3-yl J -3- 
[2- (pyrrol id in - 1 - yl) ethyl) -3H-quinazolm 4 -one B66U596-0P. 
3- (2- (Azepan-l yl ) ethyl) -6-12- ( 6 - methyl pyr idi n - 2 yl ) - 5 . 6 -d i hydro- 4H - 
pyrrololl, 2 -bl pyrazol - 3 -yl ] -3H-quinazol in -4 -one 866 115- 97 -IP 
866115-98-2P 

RL; PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP ( Prepn ra t i on ) ; USES 
(Uses) 

(prepn. of pyrrololl , 2-b)pyrnzole denvn. as TGF H oign«l 
transduction inhibitors Cor treatment of 1'ihroaio and neoplasms) 
RN 866115-86-8 CAPLUS 

CN 4 (3H) -Ouinazolinone. 6 - (5, 6 -dihydro 2 (6 methyl - 2-pyridinyl ) -4H- 
pyrrolo(l,2-b]pyrazol-3-yl)-3-methyl- (9CI) (CA INDEX NAME) 




RN 866115-B7-9 CAPLUS 

CN 4 |3H) -Ouinazolinone, 6 - 15 , 6-di hydro - 2 (6 pentyl 2 - pyrj dinyl ) 4H 
pyrrololl, 2 b] pyrazol 3 -yl ] - 3 -methyl (9CI) (CA INDEX NAME) 




IT 86611S-86-BP. 3-Methyl -6- [2- (6-methylpyridin-2-yl ) -S, 6 -dihydro- 4H- RN 866115-86-0 CAPLUS 

pyrrololl. 2-b] pyrazol -3 -yl ) -3H-quinazolin-4-one 866115-87-9P, CN 2(1H) -Ou i noxa 1 i none. 7- 15 , 6 -dihydro- 2 - (6 -methy 1 - 2 -pyr idi nyl ) 4H- 

pyrrolo(l,2-b]pyrazol-3-yl] -1-methyl- (9CI) (CA INDEX NAME) 

3-Methyl -6- [2- (6-pentylpyridin-2-yl ) - 5, 6 -di hydro- 4H-pyrrolo ( 1 , 2-b) pyrazol - 
3-yl) -3H-quinazolin-4-one 866 115-88- OP, 1 -Methyl - 7- [2- (6 - 
methylpyridin-2-yl) -5, 6 -dihydro- 4H-pyrrolo [ 1 , 2 -b] pyrazol -3-yl) -1H- 
quinoxalin-2-one 866115-89- IP, 3 -Met hyl - 6 - 12- (pyridin-2-yl ) -5,6- 
dihydro-4H-pyrrolo 1 1 , 2 -b) pyrazol -3 -yl ] -3H-quinozolin-4 -one 
666115-90-4P. 6- |2- (6-Methylpyridin- 2-yl ) - 5 , 6 -d ihydro- 4H - 
pyrrololl , 3 -bl pyrazol -3 -yl ] -4H-benzoU , 4 ] oxazin-3 -one 866115- 92 -6P 

Habte 08/22/2007 
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RN 666115-69-1 CAPLUS 

CN 4 (3H) -Quinazolinone, 6- [5, 6 -dihydro-2- (2 -pyridinyl) -4H-pyrrolo [ l , 2- 
b)pyrazol-3-yl] -3-methyl- (9CI) (CA INDEX NAME) 




0 



RN 866115-90-4 CAPLUS 

CN 2H-1, 4-Benzoxazin-3 |4H) -one, 6- [5 , 6 -di hydro- 2 - ( 6 -methyl - 2 -pyridinyl ) -4H- 
pyrrolofl , 2-b|pyrazol -3-yl ] - (9CI) (CA INDEX NAME) 




RN 666115-92-6 CAPLUS 

CN 4 (3H) -Quinazolinone. 6- (5, 6-dihydro-2- ( 6 -me t hyl - 2 -pyridinyl ) -4H- 

pyrrolo [1. 2-b) pyrazol -3-yl) -3- 12- (4 -morpholinyl Jethyl] - (9CI) (CA INDEX 
NAME) 
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O 



RN 866115-93-7 CAPLUS 

CN 4 (3H) -Quinazolinone. 6- f 5. 6 -dihydro-2 - (6-methyl - 2 -pyridi nyl ) -4H- 

pyrrololl.3-b]pyrozol-3-yl] -3- [2- (dimethylami no) ethyl J • (SCI) (CA INDEX 
NAME) 




O 



RN 866115-94-8 CAPLUS 

CN 4 (3H) -Quinazolinone, 6 - [5 , 6 -di hydro -2 (6 -methyl 2- pyridinyl ) 4H- 

pyrrolot l . 2 -b] pyrazol -3 -yl] -3 13- ( I -piperitlinyl ) ethyl ] (SCI) (CA INDEX 

NAME) 




0 



RN 866115-95-9 CAPLUS 

CN 4 (3H> -Qui nazol inone, 6- (5, 6 -dihydro-2- (6-methyl - 2 -pyridinyl ) -4H- 

pyrrolo|l.2-b]pyr*zol-3-ylJ -3- (2- ( 1 • pyrrol idi nyl ) ethyl ] - (9CI) (CA INDEX 
NAME) 
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0 



RN 666115-96-0 CAPLUS 

CN 4 (3H) -Quinazolinone, 6- (5, 6-dihydro- 2 - (6-methyl -2-pyridinyl ) -4H- 

pyrrolod, 2-b) pyrazol -3 -yl ] - 3- J 2 - (hexahydro- lH-ezepin- l -yl ) ethyl ] - (9CI) 
(CA INDEX NAME) 




RN 666115-97-1 CAPLUS 

CN 2 (1H) Quinoxal inone, 7- 15, 6 -dihydro-2- (6-methyl -2-pyridinyl ) -4H- 

pyrrolo[l,2-b]pyrazol-3-yl] -1- t2- ( 1 -pyrrol idinyl ) ethyl ] - (9CI) (CA INDEX 
NAME) 




RN 666115-98-2 CAPLUS 

CN 2 (1H) -Quinoxal inone, 7- (5, 6 -dihydro-2- (6 -methyl -2-pyridinyl ) -4H- 

pyrrolo(l,2-b)pyrazol-3-yll -1- [2- (dimethylamino) ethyl J - (9CI) (CA INDEX 
NAME) 
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IT 705263-53-2P, 2- [ [7- (2- (6-Methylpyridin- 2 -yl ) - 5, 6 -dihydro-4H- 
pyrrolo 1 1, 2-b) pyrazol - 3 -yl ] quinoxal in- 2 • yl] oxy] et ha nol 
866115-B4-6P, 2 - 1 1 6 - I 2 - (6 -Methyl pyr idin 2 -yl ) - 5, 6 -dihydro-4H- 
pyrrolo [1, 2-b) pyrazol - 3 - yl ) qu i nazol i n- 4 - yl ) oxy] etna nol 
866115-85-7P, 1 - ( 2 -Chloroethyl ) -7- 12- (6-methyl pyr id i n 2 - yl ) 5,6- 
dihydro-4H-pyrrolo{l , 2-blpyrazol 3 yl 1 - 1H qui noxal j n 2 -one 
RL: RCT (Reactant): SPN (Synthetic preparation); PREP (Preparation); PACT 
{Reactant or reagent) 

(preparation of pyrroloU , 2 b] pyrazole derive, as TGF-|» aignal 
transduction inhibitors for treatment of fibrosis and neoplasms) 

RN 705263 53-2 CAPLUS 

CN Ethanol, 2- I (7 • ?5, 6-dihydro 2- (6 methyl-2 pyridinyl) 4H • pyrrol o [ 1 , 2 - 
bjpyrazol 3 yl ) 2-quinoxnlinyl loxy] (9CI) (CA INDEX NAME) 



Me 




RN 866115-84-6 CAPLUS 

CN Ethanol, 2- I [6- [ 5 , 6 - di hydro- 2 - (6-methyl -2-pyridinyl) -4H-pyrrolo[l, 2- 
bjpyrazol -3-yl) -4-quinazolinyl] oxy] - <9CI) (CA INDEX NAME) 




O-CH2-CH2-OH 



Habte 



RN 866115-85-7 CAPLUS 

CN 2(1H) Quinoxal i none, 1 - (2 -chloroethyl ) 7 [5,6 dihydro- 2 • f6-tnethyl -2 - 



08/22/2007 



10/597,979 Page 10 



L4 ANSWER 4 OF 9 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
pyridinyl) -4H-pyrrolo U , 2 -b] pyrazol - 3 -yl ] - (9CI) (CA INDEX NAME) 




LJ - c tcr 
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Che 



McMillen, 



CORPORATE SOURCE: 

SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 



CAPLUS COPYRIGHT 2007 ACS on STN 
2005:76537 CAPLUS 
142:211379 

Kinetic Characterization of Novol Pyrazole TOF-IV 
Receptor I Kinase Inhibitors and Their Blockade ot 

Epithelial Mesenchymal Transition 

Peng. Sheng-Bin; Yan, Lei; Xia, Xiooling; Wotkins, 
Scott A.; Brooks, Harold B . ; Beight, Douglas,- Herron, 
David K. ; Jonea, Michael L. ; Lampe, John W. ; 

William T. ; Mort, Nicholas; Sawyer. J. Scott; 
Yingling, Jonathan M. 

Lilly Research Laboratories, Lilly Corporate Center, 
Indianapolis, IN, 46285, USA 
Biochemistry (2005). 44 (7) , 2293 2304 
CODEN: B I CHAW; ISSN: 0006 3960 
American Chemical Society 
Journal % 
English 

AB Transforming growth factor [i (TGF |l) signaling pathways regulate 
a wide variety of cellular processes including cell proliferation, 
differentiation, extracellular matrix deposition, development, and 
apoptosis. T0F-|» type I receptor <T|1RI) is the major receptor 
that triggers several signaling events by activating downstream targets 
such as the Smad proteins. The intracellular kinase domain of T(»RI 
is essential Cor its function. In this study, the authors hove 

identified 

a short phospho-Smad peptide, pSmad3(-3), KVLTOMGSPSIRCSS ( P04 ) VS as a 
substrate of T(1RI kinase for in vitro kinase assays. This peptide ia 
uniquely phosphoryloted by T|IRI kinase at the C terminal serine 
residue, the phosphorylation site of its parent Smad protein in vivo. 
Specificity anal, demonstrated that the peptide is phoophorylated by only 
T[tRI and not TGF - |t type- II receptor kinase, indicating that the 
peptide ia a phyeiol . relevant substrate suitable for kinetic anal, and 
screening of T|lRI kinase inhibitors. Utilizing pSmad3( 3) as a 
substrate, the authors have shown that novel pyrazole compds. are potent 
inhibitors of TfJRI kinase with Ki value as low as 15 nM. Kinetic 
anal, revealed that these pyrazoles act through the ATP-binding site and 
are typical ATP competitive inhibitors with tight binding kinetics. More 
importantly, these compds. were shown to inhibit TGF-|»- i nduced Smad2 
phosphorylation in vivo in NMuMg mammary epithelial cells with potency 
equivalent to the inhibitory activity in the in vitro kinase assay. 
Cellular 

selectivity anal, demonstrated that these pyrazolen are capable of 
inhibiting activin signaling hut not bone morphogenic protein or 
platelet-derived growth factor signal transduction pathways. Further 
functional anal, revealed that pyrazoles are capable of blocking the 
TGF-H- induced epi thel ial -mesenchymal transition in NMuMg cells, a 
process involved in the progression of cancer, fibrosis, and other human 
diseases. These pyrazoles provide a foundation for future development of 
potent and selective T|JRI kinase inhibitors to treat human disease. 
IT 476475 07-7, LY 5B0276 

RL: BSU (Biological study, unclassified); DMA (Drug mechanism of action); 
PAC (Pharmacological activity); PKT (Pharmacokinetics); BIOL (Biological 
Study) 
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(kinetic characterization of novel pyrazole TGF-|i receptor I 
kinase inhibitors and thoir blockade of epi thel ial -mesenchyme 1 
transition) 

476475-07-7 CAPLUS 

4H - Pyr rolo U, 3 -b J pyrazole, 3- {4 - f luorophenyl ) -5, 6 -di hydro- 2- (6 -methyl -2- 
pyridinyl)- (CA INDEX NAME) 



Q— 
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2004 : 493706 CAPLUS 
14 1 : 54330 

Preparation of novel fused pyrazoles, in particular 
pyrrolopyrazolea, as transforming growth factor-h 
(TGF |t) signal transduction inhibitors 
Beight, Douglas Wade; Burkholder, Timothy Paul; 
Decollo, Todd Vincent; Godfrey, Alexander Glenn; 

Charles Raymond; King, Chi-Hain Richard; Li, Hong-Yu; 
McMillen, Will iam Thomas; Sawyer, Jason Scott; Wang, 
Yan; Diefenbacher, Clive Gideon.- Engler, Thomas 
Albert; Malhotra, Sushant; Mundla. Sreenivasa Reedy 
Eli Lilly and Company, USA 
PCT Int . Appl . , 143 pp. 
CODEN: PIXXD2 
Patent 
Engl ish 



PATENT NO. 



WO 2004050659 



KIND DATE 



APPLICATION NO. 



WO 2003-US35969 



W: AE, 
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AL. 


AM, 
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ZM. 
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RW; BW, 
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MW, 
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SZ, 


TZ, 


UG, 


ZM. 


zw, 
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AZ, 


BY. 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 
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CZ, 
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DK, 


EE, 
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GR, 
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PT. 


RO. 
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AU 2003290734 
EP 1567527 

R: AT, BE. CH. 
IE. SI. LT, 
US 2006058395 
PRIORITY APPLN. INFO.: 



Al 20040623 AU 2003 290734 
Al 200S0H31 EP 2003 -783318 

DE, DK, ES, FR, GB, GR, IT. LI, LU. 

LV, FI, RO. MK. CY. AL, TR, BG, CI! , 
Al 20060316 US 2005 535381 
US 2003 4 3 998 2 P 

WO 3003 US35969 



20031124 
20031124 

NL. SE, MC, PT, 

EE. HU, SK 

20050516 
P 20021127 

W 20031124 



OTHER SOURCE (S) : 



MAR PAT 141:54330 
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3-yl!quinoxaline 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic uoe) ; BIOL (Biological study); PREP 
(Preparation): RACT (Reactant or reagent); USES (Uses) 

(TGF |) signal transduction inhibitor; prepn. of fused pyrazoleo, 
in particular pyrrol opyrazol es . aa TGF-() oignal transduction 
inhibitors) 
RN 705263-35-0 CAPLUS 

CN lH-Benzimidazole. 6- [5, 6-dihydro-2- (6 methyl 2 pyridinyl) -<H-pyrrolo [ 1 , 2 
b] pyrazol 3-yl) -1 • [3- [ (tetrahydro-2H pyran 2 yl ) oxy] propyl ] (9CI) (CA 
INDEX NAME) 




II 



AB Title compds. I [wherein X - <CH2)n; n - 0-4; Ri - (un) substituted 
elk(en/yn)yl, elk (enyl /ynyl ) oxy, alkylthio, alkylamino, alkanoyl. 
a lkyl carbamoyl . thiophenyl, Ph. etc.; R2 - (un) substituted thiophenyl, 
oxazolyl, pyrazinyl, fursnyl, imidazo [1 , 2-a] pyridinyl . benzoimidazolyl . 
qu inoxal inyl , pyrazolo 1 1 , 5-a ] pyrimidinyl , [ 1 . 8) naphthyridinyl . etc.; R3 - 
H, alkyl; and their pharmaceutical ly acceptable salts] were prepared aa 
transforming growth factor-H (TGP-fl) signal transduction 
inhibitors. II was prepared in 5 steps by Claisen condensation of Et 
pyridin-2 -carboxylate, condensation of (i-carbonyl ester with 
l -aminopyrrol idin-2-one»HCl , cyclization in the presence of NaOEt in 
toluene, decarboxylative brominat ion . and Pd-cross coupling of the 

bromide 

with thiophene-3-boronic acid. Selected I inhibited the TGF-Ji type I 
receptor kinase domain with ICS0 values < 20 nM. I are useful for 
treating I ibroprol i f erative diseases associated with TGF-IU over 
production 

IT 70S263-35-0P, 6 - ( 2 - (6 -Methyl pyridin - 2 -yl ) - 5 , 6 -d ihydro- 4H - 

pyrroloU, 2-b) pyrazol -3-yl) -l- [3- [ ( tetrahyd ropy ran -2 -yl ) oxy 1 propyl ) -1H- 

benziroidazolo 705263 -36 - IP. 5- (2- (Pyridin-2 -yl ) -5, 6-dihydro-4H- 

pyrroloU. 2-b) pyrazol - 3-yl ) - 1 - (3 - I (tetrahydropyran-2 -yl ) oxy] propyl] - 1H- 

benzimidazole 705363 -37-2P. 6 - (2 - ( Pyr idin- 3 -yl ) - 5 . 6 -d ihydro- 4H- 

pyrrolotl. 3 -b) pyrazol -3 -yl ) - 1- [3 - ( (tetrahydropyran-2-yl)oxy] propyl] -1H- 

benzimidazole 705263-39-4P, 7- [2- (6 -Methylpyridin-2-yl ) -5. 6- 

di hydro- 4H-pyrrolo[ 1, 2-b) pyrazol -3-yl] -lH-quinoxalin-2-one 

705363 -41 -8P, 3 - |6- (3- ( 6 -Methylpyridin- 3 - yl ) - 5 , 6 -dihydro-4H - 

pyrrolo [1 , 3-b) pyrazol -3 -yl ) benzimidazol - 1 -yl ) propan- 1 -ol 

705363-43-9P, Methanesul t onic Acid 3- [6- [2- (6-Methylpyridin-2-yl) - 

5, 6 -dihydro-4H -pyrrolo [ 1 , 2-b) pyrazol -3 -yl ] benzimidazol - 1 -yl J propyl Ester 

705363-43 -OP. 3-16- (3 - ( Pyridin-2-yl > -5 , 6 -dihydro- 4H -pyrrolo 1 1 , 2- 

b] pyrazol - 3 -yl ) benzimidazol -1 -yl) propan -l-ol 705363-74 -7p. 

3 Chloro 7- [3- < 6-roechylpyridin-3 -yl ) - 5 , 6 -dihydro- 4H- pyrrolo ( 1 . 2 -b) pyrazol - 




RN 705263-36 1 CAPLUS 
CN IH-Benz imidazole. 

5- (5. 6 -dihydro- 2- (3 -pyridinyl ) - 4H -pyrrolo 1 1 , 2-b] pyrazol - 

3-yl) -1- [3- | (tetrahydro-2H-pyran-3-yl)oxy)propyl] - (9CI) (CA INDEX NAME) 




RN 705263-37 3 CAPLUS 
CN lH-Benzimidazole, 

6- [5,6-dihydro-2- (2-pyridinyl ) -4H pyrroloU. 2-b] pyrazol - 

3-yl J - 1- [3- [ (tctrahydro-2H-pyran-2-yl )oxy} propyl J - (9CI) (CA INDEX NAME) 
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RN 705263-39-4 CAPLUS 

CN 3 (1H) -Ouinoxalinone, 7- (5, 6 -dihydro -2 - ( 6 -methyl -3 -pyridinyl > -4H- 
pyrrolotl, 3-b)pyrazol -3-yl) - (9CI) (CA INDEX NAME) 



Me 




RN 705363-4 1-8 CAPLUS 

CN lH-Denzimidazole-l-propanol, 6- [5, 6 -dihydro- 3 - (6 -methyl -2 -pyridinyl ) -4H- 
pyrroloU,3-b)pyrazol-3-yl] - (9CI) (CA INDEX NAME) 




(CH2>3 - OH 



RN 705263-43-9 CAPLUS 

CN 1H -Benzimidazol e- 1-propenol , 6-15, 6 -dihydro- 2 - (6 -methyl -2-pyridinyl ) -4H- 
pyrroloU, 2-b] pyrazol -3 -yl ] - , methanesul fonate (ester) (9CI) (CA INDEX 
NAME) 



L4 ANSWER 6 OF 9 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




O 



RN 705263-43 0 CAPLUS 
CN lH-Benzimidazole- 1-piopanol , 
6 - [5,6 -dihydro • 2 - (2-pyridinyl ) -4H pyrrolo [1,2- 
bjpyrazol 3-yl]- (9CI) (CA INDEX NAME) 




(CH 2 )3-OH 

RN 705263-74-7 CAPLUS 

CN Ouinoxoline, 3 - chloro-7 - [5, 6 - dihydro 2 (6 methyl 2 pyridinyl) 4H 
pyrrolo [1, 2-b) pyrazol -3-yl) - (9CI) (CA INDEX NAME) 




IT 705262 -67 -5P, 5- [2 - ( Pyr id in-2 - y 1 ) -5,6 -dihydro- 4 H pyrrolo [1,3- 

b] pyrazol -3-yl) -lH-indole 705262-76-6P, 6- (3- ( Pyridin- 2 -yl ) - 5. 6- 

di hydro • 4H - pyrrolo ( 1 , 2-b] pyrazol - 3 - yl ) qu inoxal i ne 705262 - 78 - 8 P, 

5- [2- (Pyridin-3-yl) -5 , 6 -dihydro- 4H -pyrrolo [ 1 . 2 -b] pyrazol - 3 -yl ] qu inoxal ine 

705262-93 -7P, 7- [2- ( 6 -Methyl pyr idin- 2 -yl ) - 5 , 6 -dihydro -4H - 

pyrroloU, 2-b) pyrazol 3 - yl ) iooquinol ine 705262 95- 9P. 

3- (4 - Fluorobenzof uran-7-yl ) -2 - (pyri din 2 yl) 5.6 d ihydro- 4H pyr rolo [ 1 , 2 
bjpyrazole 705262 96-0P, 2-Methyl - 5 - 12 (pyridin 2 yl) 5,6 
dihydro 4H-pyrrolo ( 1 , 2 b]pyrazol 3 yl ] benzothiazole 705262 97 IP 
, 2-Methyl • 5- [2- (6 methylpyridin 2 yl ) 5,6-dihydro 4H pyrrolo [1.2 
b]pyrazol-3-yl)benzothiazole 705262 98 2P, 1 (4 FHioiohenzof u ran 



Habte 
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?-yl) -2- (6-mothylpyridin-2-yl) -S, 6 -di hydro- 4H -pyrrolo 1 l , 2-b] pyrazole 

705262 - 99 OP, 7- (2 - ( Pyridi n - 2 - yl ) - 5 , 6 -dihydro- 4H -pyr rolo [ 1 . 2 - 
b]pyrazol-3-yl] iooquinoline 705263 - 00-9P. 1 -Methyl -5 • 12- le- 
ngthy! pyr idin- 2- yl > - S, 6 -dihydro-4H-pyrrolo ( \ . 2-b) pyrazol -3-yl J -1H- indole 

705263 - 01 -OP. l-Methyl-5- 12- (pyridin-2-yl ) - 5, 6 -dihydro-4H - 
pyr rol o ( 1. 3 -b) pyrazol -3-yl) - 1H- indole 705263 - 04 -3 P, 

3- (2,3-Dihydrobenzofuran-5-yl> -2- (6 -methylpyridin-2-yl ) -5, 6-dihydro-4H- 

pyrrolo [1. 2-b) pyrazole 705263-08-7P, 3- (Benzofuran-5-yl > -2- (6- 

methylpyridin-2-yl > - 5, 6 -dihydro- 4H- pyrrolo [ l , 2-b) pyrazole 

705263- 11-2P, 3- < 3 . 4 - Di hydro- 2H-benzo (b) [1 . 4 ] dioxepin-7-yl ) -2- 

(pyridin-2-yl) -5, 6 -dihydro- 4H -pyr rolo I 1, 2 -bl pyrazole 705263 -29-3P 

. 5- (2- <6-Methylpyridin-2-yl) -5, 6 -dihydro-4H-pyrrolo (1 . 2 -b] pyrazol -3 -yl ) - 

lH-benzimidezole 705263 -30-5P. l-Methyl-6- 12- <6-methylpyridin-2- 

yl ) - 5, 6 -dihydro- 4H- pyrrolo 1 1 , 2-b J pyrazol -3 -yl ) - 1H -benz imidazole 

705263-31 -6P, 1 -Methyl -6 - 12 - (pyr idin- 2 -yl ) - 5, 6 -dihydro- 4H- 

pyrroloU . 2-b) pyrazol -3 -yl ] - 1H- benz imidazole 705263 -32 -7P. 

1 -Methyl -5- 12- (pyr idin- 2 -yl) -5, 6 -dihydro- 4H- pyrrolo ( l , 2 -b] pyrazol -3-yl 1 -1H- 
benzimidazole 705263 -33 -8P, l-Methyl-5- (2- (6-methylpyridin-2-yl > - 
5, 6 -dihydro- 4 H-pyr rolo 1 1 , 2-b] pyrazol -3-yl ) - 1H- benz imidazole 
705263 - 34 -9P, 5- [2- < 6 -Methyl pyr id i n - 2 -yl > - 5 , 6 -dihydro- 4H - 
pyrrolo 1 1 , 2 -b) pyrazol -3 -yl ) -1 - (3- 1 ( tetrahydropyran-2 -yl ) oxy} propyl ] - 1H- 
bcnz imidazole 705263-4 4 -IP, Methaneuulfonic acid 
3 (6-12- (pyridi n -2 -yl ) -5, 6 -dihydro- 4 H -pyrrolo [1 , 2-b] pyrazol -3 - 
yl]bonzimidazol-i-yl] propyl eater 705263 -4 5-2P. 

Dimethyl |3- (6- [2- (6-methylpyridin-2-yl ) -5, 6 -dihydro-4H-pyrrolo [ l , 2- 

b) pyrazol -3-yl) - lH-benzimidezol - 1 -yl ] propyl ) amine 705263 -46-3 P, 

Diethyl (3- [6- (2- <6-methylpyridin-2-yl) - 5, 6 -dihydro-4H-pyrrolo (1 , 2- 

b) pyrazol -3-yl) - lH-benzimidazol - 1 -yl ] propyl ) ami ne 705263 - 47 - 4 P, 

6- (2- (6-Methylpyridin-2-yl > -5 . 6 -di hydro- 4H- pyrrolo U , 2-b) pyrazol - 3 -yl ] - 1 - 

(3 - (morphol in-4-yl) propyl ) - 1H- benz imidazole 705263 -4B-5P, 

6- (2- («-Methylpyridin-2-yl ) -5, 6 -di hydro -4H -pyrrolo (1 , 2-b] pyrazol -3-yl ] - 1- 

(3- (pyrrolidin-l -yl) propyl ) -lH-benzimidazole 705263 -49-6P, 

6-12- (6-Methylpyridin-2-yl ) -5, 6 -dihydro- 4H -pyrrolo (1, 2-b] pyrazol -3-yl) -1- 

(3- (piperidin-l-yl)propyl) -iH-benzimidazole 705263 -50- 9P. 

5-12- (Pyridin-2-yl) -5, 6 -dihydro-4H -pyrrolo U, 2-b] pyrazol -3-yl) -1H- 

benzimidazole 705263-51-OP, 6 - (2- < 6 -Methyl pyr idin- 2 - yl ) - 5, 6- 

dihydro-4H-pyrrololl, 2-b] pyrazol -3-yllquinoxaline 705263 - 53 -2 P. 

2- ( [7- 12- (6-Methylpyridin-2-yl) -5, 6-dihydro-4H-pyrrolo ( 1 , 2 -b] pyrazol -3 - 

yl Iquinoxal in-2-yl]oxy)ethanol 705263 -55-4P, 

6 12- (6-Methylpyridin-2-yl) -S, 6 -di hydro- 4H -pyrrolo 1 1 . 2-b] pyrazol -3 - 
yl] iooquinoline 70S263-56-5P, 6- (2- (Pyridin-2-yl ) -5. 6-dihydro-4H- 
pyrrololl, 2-b] pyrazol -3 -yl ] benzothiazole 705263 - 58 -7P, 
[5-12 (Pyridin-2-yl) -5,6 -dihydro-4H -pyrrolo [ 1 , 2-b) pyrazol -3 - 
yltbenzothiazol-2-yl] amine 705263 -59-6P, 4 - [2- ( Pyridin-2-yl ) -5, 6- 
di hydro- 4H-pyrrolo 1 1, 2-b) pyrazol -3-yl J -1H- indole 705263-63 -4 P, 

3- (3, 3-Dihydrobenzofuran-5-yl > -2- (pyridin-2 -yl ) -5, 6-dihydro-4H -pyrrolo 1 1 , 2- 
b)pyrazole 70S263 -64 -5P. Acetic acid 5- (2- (6-methylpyridin-2-yl ) - 
5, 6-dihydro-4H-pyrrolo ( 1 , 2-b] pyrazol -3-yl)benzo£uron-3-yl ester 
705363-66-7P. 5- [2- (6-Methylpyridin-2-yl > - 5 . 6 -dihydro- 4H - 
pyrrolo 1 1 . 2 -b) pyrazol -3 -yl ) benzofuran-2-carboxyl ic acid 
705263-75-8P, Dimethyl [2- ( [7- (2- ( 6 -methylpyr idin - 2 -y 1 ) - 5 , 6 - dihydro- 
4H-pyrrolo(l, 2-b] pyrazol -3 -yl Iquinoxal in-2-y Doxy) ethyl ) amine 
705263 -76-9P, 7- (2- ( 6 -Methylpyr id i n - 2 -yl > - 5 , 6 -di hydro- 4H - 
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pyrrolo [1 , 2-b) pyrazol 3 -yl) qu i noxal ine 2 -cm-boxy 1 ic acid amide 

705263 -79-2P. Dimethyl {2-1(7 (2 (6 -methyl pyr J din 2 yl ) 5,6 dihydio 

4H-pyrrolo(l , 2 -b] pyrazol -3 -yl ] quinoxol in 2 yl } oxy] propyl J ami ne 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 

(Therapeutic use); BIOL (Biological otudy) ; PREP (Preparation); USES 

(Uses) 

(TGF-|i signal transduction inhibitor; prepn. oC fuoed pyrazoleo, 
in particular pyrrolopyrnzoleo. ao TGF-H oignal transduction 
inhibitors) 
705262-67-5 CAPLUS 

lH-lnriole, 5- [5, 6-dihydro-2- (2 -pyridinyl) -4H pyrrolo!l,2 b) pyrazol -3 yl J - 
(9CI) (CA INDEX NAME) 



Q 



RN 705262-76 6 CAPLUS 
CN Ouinoxaline, 

6- 15. 6 -dihydro- 2- (2 - pyridinyl ) -4H-pyrrolo 1 1 , 2 -bj pyrazol - 3 • yl ) - 
<9CI) (CA INDEX NAME) 




RN 705262-76-8 CAPLUS 
CN Ouinoxaline, 

5- [5, 6 -dihydro 2 (2 pyridinyl) -4H pyrrolo (1, 2 h) pyrazol 3-yl] 
(9CI) (CA INDEX NAME) 




L4 ANSWER 6 OF 9 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RN 705262-93-7 CAPLUS 

CN Iooquinoline, 7- (5. 6-dihydro-2- (6 -methyl -2-pyridinyl ) -4H-pyrroloU, 2- 
b] pyrazol -3 -yl 1 - <9CI) (CA INDEX NAME) 



L4 ANSWER 6 OF 9 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RN 705262-98-2 CAPLUS 

CN 4H-Pyrrolo[l , 2-b] pyrazole, 3- (4 - f luoro- 7-benzoCuronyl } - 5 , 6-dihydro-2 - (6- 
methyl -2-pyridinyl) - (9CI) (CA INDEX NAME) 



RN 705262-95-9 CAPLUS 

CN 4H-Pyrrolo[1.2-b]pyrazole. 3- (4-f luoro-7-benzof urenyl i -5. 6-dihydro-2- (2- 
pyridinyl)- (9CI) (CA INDEX NAME) 



RN 705262-96-0 CAPLUS 

CN Benzothiazole, 5- [5, 6-dihydro-2 - (2-pyridinyl ) -4H -pyrrolo 1 1 , 2-b] pyrazol • 3 - 
yl] -2-methyl - (9C1) (CA INDEX NAME) 




RN 705262-99-3 CAPLUS 

CN iBoquinolino, 7 (5,6 dihydro 2 ■ (2 -pyridinyl } 4H - pyrrol o 1 1 . 2 bj pyrazol 3 
yl) (9CI) (CA INDEX NAME) 



Q 



RN 705263-00-9 CAPLUS 

CN lH-Indole, 5- (5, 6 -dihydro-2- (6-methyl -2-pyridinyl ) -4H pyrrolo(l,2- 
b]pyrazol -3-yl) -1 -methyl- (SCI) (CA INDEX NAME) 




RN 705262-97-1 CAPLUS 

CN Benzothiazole, 5- (5, 6-dihydro-2- (6-methyl -2-pyridinyl ) -4H-py 
bjpyrazol -3-yl] -2-methyl- (9CI) (CA INDEX NAME) 




Habte 




RN 705263-01-0 CAPLUS 
CN 1H- Indole. 

5- [5.6-dihydro 2 (2 pyridinyl) -4H pyrrololl. 2 bjpyrazol 3 yl] 1 
methyl- (9CI) (CA INDEX NAME) 
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RN 70S263-04-3 CAPLUS 

CN 4H-PyrroloU.2-b)pyrozole. 

3- (2. 3-dihydro-5-benzofuronyl ) -5, 6 -di hydro- 2- (6- 
methyl -2-pyridinyl) - (9CI) (CA INDEX NAME) 




RN 105263 -08-7 CAPLUS 

CN 4H- Pyrrolo [1 , 2-b] pyrezole. 3- (5-benzof uranyl ) -5, 6-dihydro-2- (6 -methyl -2- 
pyridinyl)- (9CI) (CA INDEX NAME) 




RN 705263-11-2 CAPLUS 

CN 4H-Pyrrololl. 2-b) pyrazolo, 3- (3 . 4 -dihydro-2H- l , 5-benzodioxepin-7-yl ) -5,6- 
dihydro-2- (2-pyridinyl) - (9CI) (CA INDEX NAME) 




L4 ANSWER 6 OF 9 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RN 705263 -55 2 CAPLUS 

CN lH-Benz imidazole, 5-15, 6 -di hydro- 2 - (6 methyl -2 -pyridinyl) -4H pyrrolo[l , 2- 
b)pyrazol 3yl)- (9CI) <CA INDEX NAME) 




RN 705263-30-5 CAPLUS 

CN 1H Denz imidazole, 6 {5, 6- di hydro- 2- (6 -methyl 2 pyridinyl ) -4H pyrrol o [1,2 
blpyrazol 3-yl] -1 -methyl - (9CI) (CA INDEX NAME) 




Me 



RN 70S263-31-6 CAPLUS 
CN IH-Benzimidazole, 

6- [5,6-dihydro-2- (2-pyridinyl) - 4H - pyrrolo t l , 2-b)pyrezol - 
3-yl] -1-methyl- (9CI) (CA INDEX NAME) 




Mo 



RN 705263 32 7 CAPLUS 
CN lH-Benzxnudazole, 

5- l5.6-dihydro-2 (2-pyridinyl) -4H-pyrrolo [ 1 . 2 bj pyrozol 
3-yl) -1-methyl - (9CI) (CA INDEX NAME ) 



L4 ANSWER 6 OF 9 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 70S263-33-6 CAPLUS 

CN IH-Donz imidazole, 5- (5. 6-dihydro-2 - (6 -methyl -2 -pyridinyl ) -4H- pyrrolo [1 , 2- 
b] pyrazol-3-yl) -l-methyl (9CI) (CA index name) 



mo 




Me 



RN 705363-34-9 CAPLUS 

CN lH-Benzimidezole, 5- [5, 6-dihydro-2- (6-methyl -2-pyridinyl) -4H-pyrrolo [1 . 2- 
b) pyrozol -3-yl) -1- [3- t (totrohydro- 2H-pyran-2 -yl ) oxy) propyl) - (9CI) (CA 
INDEX NAME) 




RN 705263-44-1 CAPLUS 

CN 1H- Denz imidazole- l -propanol , 

6- [5.6-dihydro-2- (2-pyridinyl) -4H-pyrrolo { 1 , 2- 

b) pyrozol -3-yl) -, methanooul fonote (eoter) (9CI) (CA INDEX NAME) 



L4 ANSWER 6 OF 9 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




(CH2)3-0-^- Me 
0 



RN 705263-45-2 CAPLUS 

CN 1H- Benzimidazole- 1 -propanamine, 

6- (5. 6 -di hydro- 2- (6-methyl -2-pyridinyl) 4H 

pyrroloil, 2-b)pyrazol -3-yl) N.Ndimethyl (9CI) (CA INDEX NAME) 




(CH 2 ) 3 ~NMe 2 



RN 705363-46-3 CAPLUS 

CN lH-Benz imidazole- 1 -propanamine, 

6- [5, 6-dihydro-2- (6-methyl -2-pyridinyl) -4H- 

pyrrolo[l,2-b}pyrazol-3-yl| -N, N-diethyl - (9CI) (CA INDEX NAME) 




(CH 3 ) 3 -NEt 2 

RN 705263-47-4 CAPLUS 

CN 1H -Benzimidazole. 6 - 1 5 . 6 -d i hydro- 2 - (6-methyl - 2-pyridinyl ) -4H-pyrrolo(l, 3- 
blpyrazol -3-yl) -1- (3- (4 -morphol inyl ) propyl ) - (9CI) (CA INDEX NAME) 



Habte 



08/22/2007 
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RN 705263-48-5 CAPLUS 

CN lH-Benz imidazole, 6- (5 , 6 -dihydro- 2- (6 -methyl -2-pyridinyl ) -4H- pyrrolo 1 1 , 2 
b)pyrazol-3-yl] -1- [3- < 1 -pyrrol idinyl ) propyl 1 - (9CI) (CA INDEX NAME) 




RN 705263-49-6 CAPLUS 

CN lH-Benzimidazole, 6- (5, 6-dihydro-2- (6-methyl -2 -pyridinyl ) -4H-pyrrolo [ l . 2- 
b)pyrazol-3-yl) -1- [3- ( 1 -piperidinyl ) propyl ) - <9CI> (CA INDEX NAME) 




RN 705263-50-9 CAPLUS 
CN 1 H • Qonz imidozol o , 

5- 15. 6- di hydro- 2- (2-pyridinyl) - 4H-pyrrolo [ 1 , 2-b) pyrazol - 
3-yl]- (9CI) (CA INDEX NAME) 




RN 705263-51-0 CAPLUS 



L4 ANSWER 6 OF 9 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
CN Quinoxaline, 6 IS , 6 -di hydro- 2 - (6-methyl 2-pyridinyl) AH pyrrolo{l,2- 
bjpyrazol 3 ylj- (9CI) (CA INDEX NAME) 




RN 705263-53-2 CAPLUS 

CN Ethonol. 2-117- (5, 6 -di hydro- 2 - (6-methyl -2-pyridinyl) - *H ■ pyrrolo (1,2- 
blpyrazol -3-yl ] - 2 -quinoxa 1 i nyl 1 oxy) - (9CI) (CA INDEX NAME) 



Me 




RN 705263-55-4 CAPLUS 

CN Esoquinol ine, 6 - (5, 6-dihydro 2 (6-methyl 2-pyrid»nyl> 4H pyr rol O [ 1 , 2 - 
bjpyrazol 3 yl) (9CI I (CA INDEX NAME) 




RN 705263-56-5 CAPLUS 

CN Benzothiazole, 6 - (5, 6 -dihydro 2 (2-pyridinyl ) 4H pyrrolo {1.2 bjpyrazol 3- 
yl]- (9CI) (CA INDEX NAME) 



L4 ANSWER 6 OP 9 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



RN 705363-58-7 CAPLUS 

CN 3-Oenzothiazolamine, 5- [5, 6 -dihydro- 2 - (2-pyridinyl) -4H-pyrrolo [1 , 2- 
b]pyrazol-3-yl| - (9CI) (CA INDEX NAME) 



Q 



RN 705363-59-8 CAPLUS 

CN 1H- Indole, 4 - (5 . 6 -dihydro- 2- (2-pyridinyl) -4H -pyrrolo ( l , 2 -b) pyrazol - 3 -yl J - 
(9CI) (CA INDEX NAME) 




RN 705363-63-4 CAPLUS 

CN 4H-Pyrrolo[1.2-b)pyrazole, 

3- (3, 3-dihydro-5-benzoCuranyl > -5, 6 -dihydro -2- (2- 
pyridinyl)- (9CI) (CA INDEX NAME) 



Q 



RN 705263-64-5 CAPLUS 

CN 3-Benzofuranol, 5- [5, 6 -dihydro- 2- (6-methyl -2-pyridinyl ) -4H -pyrrolo [1,2- 
b)pyrazol-3-ylJ acetate (eater) (9CI) (CA index name) 



Habte 



L4 ANSWER 6 OF 9 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



CA 



RN 705263-66-7 CAPLUS 

CN 2-DenzoCuroncarboxylic acid, 5- [ 5, 6-dihydro-2 - (6-methyl 2 • pyridinyl ) -4H- 
pyrrolo! i, 2-b)pyrnzol -3 -yl] - (9CI) (CA INDEX NAME) 



Q— 



RN 705263-75-8 CAPLUS 

CN Ethanamine, 2-((7-(S,6 dihydro -2 (6 methyl 2 pyridinyl) 4H pyrrolo(l,2- 
blpyrazol 3 -yl J 2 qjinoxal i nyl J oxy] N, N dimethyl (9CI) (CA INDEX NAME) 



X 




cr-CH 2 -CHa-NMe 2 



RN 705263-76 9 CAPLUS 

CN 2-0uinoxalinecavboxamide, 7- [S, 6 -dihydro- 2 - (6-methyl npyiidinyl) 4H 
pyrrolo (1. 3 -bjpyrazol -3-yl) (9CI) (CA INDEX NAME) 



CL 




s C NHa 

IT 
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M 70S263O9-2 CAPLUS 
N 1 - Props nomine, 

- ( (7- [5,6-dihydro-3- (6 -methyl -2 -pyridinyl ) -4H-pyrrolo [ 1 . 2 - 

b)pyrozol-3-yl| -2-quinoxalinyl J oxy] -N, N-dimethyl - (9CI) <CA INDEX NAME) 
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IT 705263 -60- IP, 4- (2- ( Pyr idin - 2 - yl ) - 5 . 6 -di hydro- 4H-pyrrolo [ 1 , 2 - 
b] pyrazol -3-yl} indole- 1 -carboxyl ic Acid tert-Bucyl Ester 
RLt RCT (Reactant) ,■ SPN (Synthetic preparation) ; PREP (Preparation) ; 
(Reactnnt or reagent) 

(intermediate; preparation of fuoed pyrazolee, in particular 
pyrrolopyrazoles, as TGF-|i signal traneduction inhibitors) 

RN 705263-60-1 CAPLUS 

CN 1H- Indole- l-cerboxylic acid, 

4- [5,6-dihydro-2- (2-pyridinyl) -4H-pyrrolo [1, 2- 

b)pyrazol-3-yl) -, l , l -dimethylethyl ester (9CI ) (CA INDEX NAME) 



C£rO 
^6 
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REFERENCE COUNT: 
FORMAT 



THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

B Title compds. I {Rl ■ H, halo, alkyl; R3 ■ (un) suboti tuted aryl] are 
prepared For instance, An appropriately substituted 1-1(2,2- 
di substituted) ethyl idenenmino) pyrrol idin • 2-one is cyclized to 
7-bromo-4- (2- (pyridin-3-yl ) - 5, 6 -dihydro-4H py rrolo U, 2-b] pyrazol -3- 
yl]quinoline. This intermediate is coupled to thiophene 2 boronic acid 
(i-PrOH, K2C03, (PPh3)4Pd, B0". 5 h) to give II. Certain compds. I 
have an IC50 S 10,000 nM for mir.ed lineage kinase 7 (MLK7) . I are 
useful for the treatment of congestive heart disease. 

T 7C0B72-08-BP 
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We have expanded our previously reported series of pyrazole-bosed 
inhibitors of the TCF-p type I receptor kinase domain (T|1R - 1 ) to 
now include new 5, 6 -dihydro-4H-pyrrolo ( 1 , 2 - b] pyrazole analogs. Limited 
examination of the SAR of this new series in both enzyme and cell based 



vitro assays has revealed selectivity differences with respect to p36 MAP 
kinase (p38 MAPK) depending on the nature o£ the warhead' group on the 
dihydropyrrolopyrazole ring. As with our original pyrazole series. Ph 
substituento tended to show greater selectivity against p38 MAPK than 
those comprised of the quinoline-4 yl moiety. We have also achieved 
co crystallization and X ray anal, of compds. I and II, two potent 
examples of 

this new series, with che T|1R I receptor kinase domain. 
IT 476475-07-7P 

RL; BSU (Biological study, unclassified); PRP (Properties); RCT 
(Reactant) ; SPN (Synthetic preparation) ; BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent) 

(crystal structure; preparation and activity of aryl- and 
heteroaryl -substituted dihydropyrrolopyrazoles as inhibitors of the 
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RN 476474-39-2 CAPLUS 

CN 4H-Pyrrolo U , 2-b) pyrazole, 

3- (3, 4 -di fluorophenyl ) -5, 6 -dihydro- 2- (6- methyl • 
2-pyridinyl) ■ (9CI) (CA INDEX NAME) 



47647S-08-8P 

RLj SSU (Biological otudy, unclaooi f ied) ; RCT (Reactant) ; SPN (Synthetic 
preparation); BIOL (Biological otudy); PREP (Preparation); RACT (Reactant 
or reagent) 

(preparation and activity of aryl- and heteroaryl -substituted 
dihydropyrrolopyrazoles ao inhibitors of the tranBforming growth 
Cactor-M type I receptor kinaoe domain) 
476475-08-8 CAPLUS 

4H- Pyrrololl , 2-b) pyrazole. 5, 6-dihydro-3- (4 -methoxyphenyl) -2- (6-methyl -2- 
pyridinyl)- (9CI) (CA INDEX NAME) 



RN 476474-46-1 CAPLUS 

CN 4H- Pyrrolo [1, 2-b) pyrazole, 3 - (4 - f luorophenyl ) - 5, 6 -rti hydro 2- [<3- 
(tri fluoromethyl ) -2-pyridinyl) - (0CI) (CA INDEX NAME) 



476474- 33-6P 476474-39-2P 476474-46-1P 

476475- 0S-5P 476475-06-6P 4 764 77- 82 - 4 P 
476477-B3-5P 737791-25-2P 

RLi BSU (Biological otudy, unclaooi f ied) ; SPN (Synthetic preparation); 

BIOL (Biological study) ; PREP (Preparation) 

(preparation and activity of aryl- and heteroaryl -substituted 
dihydropyrrolopyrazoles an inhibitors of the transforming growth 
factor-p type I receptor kinose domain) 

476474-33-6 CAPLUS 

4H-Pyrrolo(l,2-b)pyrazole, 5, 6-dihydro-3- (4 -methylphenyl ) -2- (6-methyl - 
pyridinyl)- (9CI) (CA INDEX NAME) 



RN 476475-05-5 CAPLUS 
CN 4H-Pyrrolo [ l, 2 -b) pyrazole, 
3- (4-f luorophenyl) -5,6 dihydro 2 • (2 -pyr idinyl ) 
(SCI) (CA INDEX NAME) 
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RN 476477-83-5 CAPLUS 
CN Phenol, 

4- (5. 6 -dihydro- 2- (6-methyl -2 -pyr idinyl ) -4H-pyrrolo ( l , 2 -b) pyrazol -3 - 
yl)- (9CI) (CA INDEX NAME) 
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RN 737791-25-2 CAPLUS 

CN 4H- Pyrrololl. 2-b] pyrazole, 5, 6 -dihydro- 2 - (6-methyl -2 -pyridinyl ) -3- [4- 
(methylsulfonyl)phenyl) - (9CI) (CA INDEX NAME) 
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AB Title compdo. 1 [Rl - Ph, pyridine, pyridine-N-oxide , quinoline, 

naphthyridine, etc.; R2 - quinoline, quinoline-N-oxide, naphthalene, 
pyridine, pyridine-N-oxide. quinozoline. etc.; p - 1-8; R3 - H, alkyl. 
alkylhydroxy, hydroxy, dialkylamino, etc.; X - C, O, S] were prepared 

For 

instance, l- [ [2- (6-Bromoquinol in-4 -yl ) -1- (pyridin-2- 

yl) ethylidene] amino)pyrrolidin-2-one (preparation given) was treated 
with NaH 

in OMF at 80-85* for 18 h to offord II in 541 yield. Selected 
compdo . of the invention had IC50 < 20.00 nM for the TGF |l type I 
receptor . 

IT 476473-95-7P. (S) 6 - Benzy loxymethyl 3 (4 f luorophenyl > -2 (S- 
methylpyridin-2-yl) -5,6-dihydro 4H-pyrrolo(l. 2 ■ b) pyrazole 
476475- 08-8P, 3 (4 Methoxyphenyl ) - 2 (6 -methylpyridin 2yl)-5,6 
dihydro-4H-pyrrolo(l, 2-b] pyrazole 476476 36 5P 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); prep 
(Preparation); RACT (Reactant or reagent); USES (Usee) 
(preparation of (hetero) aromati c substituted 
5, 6-dihydro-4H pyrroloU. 2- 

b]pyrazolea ne TGF-|* signal transduction inhibitors) 
RN 476473-95-7 CAPLUS 

CN 4H-Pyrrolo(l . 2-b] pyrazole, 3 - (4 - f luorophenyl ) 5 , 6 di hydro 2 - (6 methyl 2- 
pyridinyl) 6- ( (phenylmethoxy) methyl ) -, (6S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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476475-06-6 CAPLUS 

4H-Pyrrolo [l. 2-bJ pyrazole. 5, 6 -dihydro-3 - (4 -methoxyphenyl ) -2- (6-methyl-3- 
pyridinyl)- (9CI) (CA INDEX NAME) 



<Q-~ 



476476-36-5 CAPLUS 

4H-Pyrrolo [1. 2-b) pyrazole, 3- (4 - C luorophenyl ) -S, 6 -di hydro- 2 - (6-methyl-l- 
oxido-3-pyridinyl) - (9CI) (CA INDEX NAME) 




T 476474-33-6P. 3- ( 6 -Methyl pyridin- 3 - yl ) -3- (p-tolyl) -5. 6-dihydro-4H- 
pyrrololl. 2-b J pyrazole 4 76474-35-8P, 3- (6 -Methyl pyridin -2 -yl ) -3 - 
(naphtha 1 en- 1 -yl ) -5, 6 -dihydro-4H-pyrrolo [ 1 , 2-bj pyrazole 
4 76474-38- IP, 3- ( 4 - Pluoronaphthal en- 1 - yl ) -2- (6 -methylpyridin-2-yl ) - 
5, 6-dihydro-4H-pyrrolo (1, 2-b J pyrazole 4 764 74 -39-2P, 

- (3, 4 -Di fluorophenyl) -2- (6 -methyl pyridin- 2 -yl ) -5, 6 -dihydro- 4H- pyrrolo [1 , 
bjpyrozole 476474 -42-7P, 6- [2- (Pyridin-3-yl> -5, 6 -di hydro- 4H- 
pyrrolo [ 1 , 3-b] pyrazol -3 -yl ] quinol ine 4764 74 -43 -8P, 
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6- [2 (6 Methylpyridin 2-yl) 5.6 dihydro 4H • pyrrolo (1 , 2 blpyrazol-3- 
yllquinoline 476474 - 44 - 9P, 3 - (Naphtholen 2-yl) 2 (pyridin 2 yl ) - 
5, 6-dihydro- 4H -pyrrolo [ 1 , 2 -h] pyrazole 476474-45 OP, 

2- (6-Methylpyridin-2-yl > 3 - ( naphtha 1 en 2 - yl ) 5 , 6 dihydro 4H pyrrolo{l,2 
blpyrazole 4 76474 -46 - 1 p, 3 (4 Fluorophenyl) 2 (6 

tri f luoromethylpyridin-2 - yl ) 5,6-dihydro 4H pyrroloU. 2 blpyrazole 
4 764 74 -54 - IP, 3- (3-Chloro-4 -fluorophenyl) 2 - (6 • methylpyridin - 2 -yl ) 
5, 6- dihydro- 4H- pyrrolo [1 , 2-b) pyrazole 4764 74 -55-2P, 

3- (2-Chloro-4-fluorophenyl) -2- (6-methylpyridin -2 • yl ) -5, 6 -dihydro-4H- 
pyrroloU. 2 -blpyrazole 476474 -57 -4P, 3-(4-Fluoro 3- 

trif luoromethyl phenyl) -2- (6 -methylpyridin- 2-yl) - 5 , 6 -di hydro- 4H- pyrrolo ( 1 , 2- 
blpyrazole 476474 -58-5P, 2 - (6-Methylpyridi n - 2 -yl ) -3 - (2, 4 , 5- 
trif luorophenyl ) -5, 6 -dihydro-4H -pyrroloU. 2-b) pyrazole 
476474-72-3P. 3- ( 4 -Fluorophenyl > -5, 5-dimethyl -2 (6-methylpyridin 2- 
yl ) -5, 6 dihydro-4H-pyrrolo[l , 2 - b] pyrazole 476 174-73 ■ 4 P, 
(R) -6-Benzyloxyroethyl -3 - (4 - fluorophenyl ) -2 (6 -methylpyridin 2 - yl ) -5, 6 
dihydro-4H-pyrrolo [1 , 2-b) pyrazole 476474-74 -5P, 

5- (4-Chlorophenyl) -3- (4 - fluorophenyl > -2- (6 -methylpyridin- 2-yl) -5,6-dihydro- 
4H-pyrroloU,2-b}pyrazolo 476475- 05-5P, 3 - (4 -Fluorophenyl )• 2 - 
(pyridin-2-yl ) -5, 6 -di hydro-4H -pyrrolo (1, 3 -blpyrazole 476475-06-6P 
, 3- (4 -Methoxyphenyl ) -2- (pyridin -2-yl ) -5, 6 -dihydro-4H-pyrrolo U , 2- 
blpyrazole 476475-07-7P, 3 - (4 -Fluorophenyl ) 2 - (6 methylpyridin-2 - 
yl> -5.6 -dihydro-4H -pyrrolo (1,2 -blpyrazole 476475 36 2P, 
3-Benzo(l . 31dioxol 5-yl - 2 - (6 -methylpyridin 2 -yl ) 5 . 6 -d i hydro - 4H - 
pyrroloU , 2-b] pyrazole 476475 4] 9P, 6 (2- (6 Methylpyridin 2 yl)- 
5, 6 -dihydro- 4H- pyrrolo [1 , 2-b] pyrazol -3 yl 1 quinol me 4 764 76 30- 9P 
, 3- (4-Fluorophenyl ) - 6 -methyl eno - 3 • (6 methylpyridin 2 y 1 > 5 . 6 - dihydro ■ 4H • 
pyrroloU, 2-b) pyrazole 476477 82-4P. (6 |3 (4 -Fluorophenyl ) - 5, 6- 
dihydro-4H-pyrrolotl. 2-b J pyrazol -2-yl Jpyridin 2 yl]methonol 
476477-83-SP, 4 - [ 2 - < 6-Methy 1 pyr idi n -2 • yl ) - 5 , 6 dihydro-4H 
pyrroloU, 2-b] pyrazol -3-yl] phenol 4 764 77- 87 - 9P, 

(S) |3- (4 Fluorophenyl ) -2- (6 tnethylpyridin-2 yl ) S.6 dihydro 4H- 

pyrroloU.2 b] pyrazol 6 yl] methanol 176477 3B OP. 

(R> - {3- (4 -Fluorophenyl) -2- (6 -methyl pyridin 2 yl) 5,6-dihydro 4H 

pyrroloU. 2 b] pyrazol - 6 - yl ] methanol 476477-89 IP 

476477-91-5P 

RL i PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of (hetero)arom. substituted 5, 6 -di hydro -4H-pyrrolo [3 . 2- 
blpyrazalee es TGF -h signal transduction inhibitors) 
RN 476474 33-6 CAPLUS 

CN 4H PyrroloU. 2 blpyrazole, 5,6 dihydro 3 (4 methyl phenyl ) 2 (6 - methyl -2- 
pyridinyl) (9CI) (CA INDEX NAME) 



N — N 
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4H- Pyrrolo (1,3 -blpyrazole. 5,6 dihydro-2 (6 methyl 2 - pyridinyl )- 3 -( 1 - 
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CN 4H-Pyrrolo|l,2-b}pyra20le, 3- (4 - f luoro- 1 -naphtholenyl ) -5 , 6-dihydro-2- (6- 
mechyl -2-pyridinyl ) - (9CI) (CA INDEX NAME) 
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RN 476474-43-8 CAPLUS 

CN ouinoline. 6 - (5. 6-dihydro- 2 (6 methyl 2 pyridinyl} 4H pyrrol o 1 1 . 3 ■ 
b)pyrazol-3 yl ) - (9CI) (CA INDEX NAME ) 



RN 476474-44 9 CAPLUS 
CN 4H-Pyrrolo[1.2 blpyrazole, 
5, 6-dihydro 3 - (2 • naphthalenyl ) 2- (2 pyridi rtyl ) • 
(9CI) (CA INDEX NAME) 



RN 476474-39-2 CAPLUS 
CN 4H-Pyrrolo[l,2-b)pyrazole, 
3- (3, 4-dif luorophenyl) -5. 6 -di hydro- 2- (6 -methyl - 
2-pyridinyl) - (9CI) (CA INDEX NAME) 



i M r, 



RN 476474-42 7 CAPLUS 

CN Ouinoline, 6 - 15, 6-dihydro-2- (2-pyridinyl ) -4H-pyrrolo t l . 2-bI pyrazol -3 -yl ) - 
(9CI) (CA INDEX NAME) 



Ci 




RN 476474-45-0 CAPLUS 

CN 4H-Pyrrolo[l,2-b)pyrazole, 5 , 6 -dihydro- 2 (6 methyl -2 -pyridi nyl) 3 (3- 
naphtholenyl)- (9C1) (CA INDEX NAME) 
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RN 476474-46-1 CAPLUS 

CN 4H-Pyrrolo|l,2-b]pyrozolc, 3 - (4 - f luorophenyl ) - 5. 6-dihydro-2 - (6- 
(crif luoromethyl) -2-pyridinyl) - (9CI) (CA INDEX NAME) 




RN 476474-54-1 CAPLUS 

CN 4H-Pyrrolo(l. 2 -b| pyrazol e, 3- (3-chloro-4 - C luorophenyl ) -5, 6- di hydro- 2- (6- 
methyl -2-pyridinyl) - (9CI) (CA INDEX NAME) 




CI 



RN 476474 55-2 CAPLUS 

CN 4H-Pyrrolo(l.2-b|pyrazole, 3- <2-chloro-4 - f luorophenyl ) -5, 6-dihydro-2- (6- 
methyl -2-pyridinyl) - (9CI) ( CA I NDEX NAME ) 




P 



RN 476474-57-4 CAPLUS 

CN 4H -Pyrrolotl, 2 -b) pyrazol e, 3- [4 -f luoro -3- { tri f luoromethyl ) phenyl | -5,6- 
dihydro-2- (6-methyl -2-pyridinyl ) - (9CI) (CA INDEX NAME) 



L4 ANSWER 9 OF 9 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 476474-58-5 CAPLUS 

CN 4H-PyrroloU,2-b|pyrazole. 5. 6-dihydro-2- (6-methyl 2 pyridinyl ) - 3 - (2 , 4 , S - 
trif luorophenyl ) - (9CI) (CA INDEX NAME) 



Me 




F F 



RN 4 76474-72-3 CAPLUS 

CN 4H-Pyrrolo(l, 2 -b] pyrazole, 3 - (4 - f luorophenyl ) - 5, 6 dihydro 5, 5 dimethyl - 3 • 
(6-methyl -2-pyridinyl) - (9CI ) (CA INDEX NAME) 



Me 




F 



RN 476474-73-4 CAPLUS 

CN 4H Pyrrolo(l,2 hlpyrazole, 3 (4 - 1 luorophenyl) 5,6 dihydro 2 ( 6 methyl -2 
pyridinyl) 6 - ( (phenyl methoxy) methyl ) , (6R) (5CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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RN 4764*74-74-5 CAPLUS 

CN 4H- Pyrrolo ( l , 2-b) pyrazole, 5- (4 -chlorophenyl ) -3- (4 - f luorophenyl ) -5, 6- 
dihydro-2- (6-methyl -2-pyridinyl ) - {9CI) <CA INDEX NAME) 



CI 




Me 



RN 476475-05-5 CAPLUS 
CN 4H-Pyrrolo|l,2-b)pyrazole, 
3- (4 -f luorophenyl) -5, 6-dihydro-2- (2-pyridinyl > - 
<9CI> (CA INDEX NAME) 




RN 476475-06-6 CAPLUS 

CN 4H- Pyrrolo [l,2-b| pyrazole, 

5, 6-dihydro-3- (4 -methoxyphenyl ) -2- <2 -pyridinyl ) - 
(9CI) (CA INDEX NAME) 



L4 ANSWER 9 OF 9 CAPLUS COPYRIGHT 2 007 ACS on STN (Continued) 

Q 

RN 476475-07-7 CAPLUS 

CN 4H- Pyrrolo [1 , 3-b) pyrazole, 3 - 1 4 - f luorophenyl ) 5,6 di hydro 2 (6 methyl - 
pyridinyl)- (CA INDEX NAME) 




RN 476475-36-2 CAPLUS 

CN 4H-Pyrrololl, 2 blpyrazole, 3 - ( 1 , 3 -benzodioxol -5-yl > -5 , 6 dihydro-2- (6- 
methyl -2-pyridinyl ) - (9CI) (CA INDEX NAME) 




RN 476475-41-9 CAPLUS 

CN Ouinoline, 8- (5,6 d i hydro- 2 - (6 - methyl - 2 • pyrid i nyl ) 4H pyrrolo'1,2- 
b)pyrazol-3 yl ) (9CI) (CA INDEX NAME) 




RN 476476-30-9 CAPLUS 

CN 4H-Pyrrolo[1.2-b)pyrazole, 

3- (4- f luorophenyl ) -5. 6 -dihydiro -6- methylene ■ 2- (6 



L4 ANSWER 9 OP 9 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
methyl-2-pyridinyl) - (9C1) (CA INDEX NAME) 




P 

F 



RN 476477-83-4 CAPLUS 

CN 2 - Pyrid inemethanol , 6- [3 - (4 - f luorophenyl ) -5, 6 -dihydro-4H -pyrrolo [1,2- 
b)pyrazol-2-yl] - (9CI) (CA INDEX NAME) 




RN 476477-83-5 CAPLUS 
CN Phenol. 

4- (5.6-dihydro-2- (6-methyl -2-pyridinyl) • 4H-pyrrolo ( 1 , 2-b) pyrazol -3- 
yl] - (9CI) (CA INDEX NAME) 




OH 



RN 476477-87-9 CAPLUS 

CN 4H- Pyrrolo [ 1 , 2 -b] pyrazole-6 -methanol , 
3- (4 -f luorophenyl) -5, 6 -dihydro-2- te- 
n-ethyl -2-pyridinyl ) (6S) - (9CI) (CA INDEX NAME) 

Absolute atoreochemiatry. 
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RN 4 76477-88-0 CAPLUS 

CN 4H- Pyrrolo [ 1,2b) pyrazole-6-tnethanol , 
3- (4- f luorophenyl) -5. 6-dihydro-2- (6- 

methyl -2-pyridinyl) -, (6R) - (9CI) (CA INDEX NAME) 

Aboolute otereochemiatry . 




RN 4764 77 -B9-1 CAPLUS 

CN 4H-Pyrrolo [ 1 . 2 b) pyrazole - 6 -acetonitri le, 
3- (4 ■ f luorophenyl ) 5, 6 dihydro-2 • 

(6-methyl 2 pyridinyl) , (6S) (SCI) (CA INDEX NAME) 

Abeolute stereochemistry . 
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L4 ANSWER 9 OF 9 CAPLUS COPYRIGHT 2 007 ACS on STN (Continued) 
RN 476477-9I-S CAPLUS 

CN 4H-Pyrrolo(l. 2-b) pyrazol e -6 -acetonit rile, 
3- (4-tluorophenyl) -5, 6-dihydro-2- 

(6-methyl-2-pyridinyl) • , (6R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




F 



IT 476477-90-4, (S > -Methaneoul f oni c acid [3- (4 - f luorophenyl ) -2- (6- 

mothylpyridin-2-yl) -S, 6-dihydro-4H-pyrrolo [ l . 2-b) pyrazol -6 -yl ) methyl 

eater 

RL: RCT (Reoctont); RACT (Reactant or reagent) 
(preparation of (hetero) aromatic substituted 
5, 6-dihydro-4H-pyrroloU, 2- 

bl pyrazol es as TGP-fl signal transduction inhibitors) 
RN 476477-90-4 CAPLUS 

CN 4H - Pyr rolo 1 1, 2-b] pyrazol e- 6 -methanol, 
3- (4-f luorophenyl) -5, 6-dihydro-2- (6- 

mothyl -2-pyridinyl) - , methanesul f onate (ester), (6S)- (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 




r 



IT 476474-09-6P, ( R) -Methanesul f onic acid 3 - (4 - f luorophenyl ) -2- (6 - 

methylpyridin-2-yl) -5, 6 -dihydro- 4H-pyrrolo [ l , 2-b) pyrazol -6 -ylme thy 1 ester 



L4 ANSWER 9 OF 9 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

RL: RCT (Reactant); SPN (Synthetic preparation): PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. of (hetero) arom. substituted 5, 6 -di hydro- 4H pytrolo ( 1 , 2 - 
bjpyrozoles as TGF-J1 signal transduction inhibitors) 
RN 476474 09-6 CAPLUS 

CN EthaneBulfonic acid, (6R) -3 (4 f luorophenyl ) 5, 6 -dihydro 2 - (6 -methyl - 2 - 
pyridinyl) -4H-pyrrolo { 1 . 2 -b) pyrazol 6-yl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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